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‘ RESULTS

Table 2. Frequent Drug-related Adverse Events (Safety Set) Figure 4. EFX Added to a GLP-1RA Improved Non-invasive Markers of Liver Injury and Fibrosis
Over 12 Weeks (Full Analysis Set)

Safety and Efficacy of Efruxifermin in Combination With a GLP-1 Receptor Agonist (GLP-1RA)
)) ak—rO in Patients with NASH/MASH and T2D: a Randomized, Placebo-controlled Study (Cohort D)
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BACKGROUND

Background: Many patients with nonalcoholic steatohepatitis (NASH; metabolic dysfunction-
associated steatohepatitis, MASH) have type 2 diabetes (T2D), which is increasingly treated
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with glucagon-like peptide-1 receptor agonists (GLP-1RA). There are no approved treatments GLP-1RA + GLP-1RA + All Subjects A 4 . B. C.
for MASH. Efruxifermin (EFX) is an Fc—=FGF21 analog that reduced liver fat content, improved Treatment-Emergent Adverse Event Plafebo EFX_50 mg (N=31) ) R .
liver histology, reduced markers of liver injury and fibrosis, and improved glucose and lipid TEAE londi (;I'E(;AE{hOverwew (ON;;/O) N) N g§, g§ =
metabolism in patients with MASH, with or without T2D. 2 The aim of this study (Cohort D) was - elat '29 0 ded . oAE 5 (00/0) 5 (00/0) 5 (o 0/0) 5= §2
to determine if EFX added to an existing stable dose of a GLP-1RA is tolerated in patients with Drug-rela ed _T_eE”:;T ad\./erse Z\./en ( _ )_ 5 (O°/O) ; (50/°) ; (5(;) ) 2L §° =
MASH and T2D, and if there is potential for greater clinical efficacy. rug-relate eading to discontinuation W) ) ) - : - <. o
Most Frequent (215%) Drug-related TEAEs o 2 4 erk I oz erk IR T GLPRAY Placebo  GLP-1RA  EFX 50mg
‘ STUBYDESIGN ANDIBASELINE DEMOGRAFHICS Diarrhea 2 (E070) > i) U ESh), © Baseine=31UL  “® Baselne =35 UL © Bassline=24UL  ~® Baselne =26 UIL saseine: 821 Baselne: 855
Nausea 1 (10%) 7 (33%) 8 (26%)
_ _ Increased appetite 0 (0%) 5 (24%) 5 (16%) D. Zj +0.1 E. o oo
Figure 1. Cohort D Study Design Decreased appetite 2 (20%) 3 (14%) 5 (16%) j;,; 00 2 N ;g
12 Weeks £e" 2€ | A c
5 (E 0.2 % é 2 E L B fgg
& —— GLP-1RA + Placebo « The most frequent drug-related AEs were mild or moderate diarrhea, nausea, or increased appetite. o :Z:j: §§ 5o ;°§
§ 30-day Safety « There were 2 serious adverse events; neither were deemed drug related g s ; N ;:
S — a0 OPEUD - One patient discontinued due to a drug-related adverse event of Grade 2 nausea 2 e e 2 30T = Hd
i i A b oL RA=I+ lacebo. GLEIRA :I e X GLP-1RA + Placebo  GLP-1RA + EFX 50mg S GLPARAY Placebo  GLP-IRA# EFX 50 mg
LII\\//IeRrI_B;OS)FSI):/ ¢ ® Basz“f:‘g 9.6 Basel'\il”;19-3 el 7 ST 104 @ Baseline  — Week 12
*P<.05, **P<.01 vs placebo; tP<.05, 11P<.01, 111P<.001 vs baseline (MMRM
Patients (n=32) with MASH, fibrosis stages 1-3 (F1—F3), and T2D on stable GLP-1RA therapy L Ll e .
(at least 90 days before screening, ~68% for more than 1 yr) were randomized 2:1 to receive Figure 2. Effects of EFX Added to GLP-1 Receptor Agonists on Liver Fat After 12 Weeks Table 3. Categorical Changes in FAST Score  Table 4. Changes in Markers of Glucose
once-weekly (QW) EFX (50 mg) or placebo for 12 weeks. The primary objective was to evaluate (MRI-PDFF Analysis Set ) After 12 weeks Metabolism From Baseline to Week 12
the safety and tolerability of EFX combined with a GLP-1RA. Secondary objectives were to 0. Proportion of GLP-1RA + | ¢ f:=tifiiie = | |Least Squares Mean GLP-1RA + | e Rty iiut
determine effects on liver fat, markers of liver injury and fibrosis, markers of glucose and lipid A g 889, *** B % ’ subjects with Placebo =9 ¢l | [Changes From Baseline| Placebo EFX 50 mg
taboli d bod ight. = @ ' = =
metabolism, and body weig oz 8- s o change in FA:)ST (N=10) (N=19) HbA1C (%, absolute) 02 05 1
s 5 & -20- category, n (%)
g2 °® i~ (O _ _
Table 1. Baseline Demographics o . £ 2 Improvement 0 (0%) 4 (21%) Insulin (%) 13 26
c S S 0] - ' o — — T
Parameter GLP-1RA + GLP-1RA + % % 40- = n No change 9 (90%) 14 (74%) C-pepide (%) 59 22
(Mean, unless noted) Placebo EFX 50 mg ST = . . 5 Adiponectin (%) +16 +129
(N=10) (N=21) T 5 20 10% S 50 Worsening 1 (10%) 1(5%) ™" P<.001 vs placebo; T P<.05, Tt P<.001 vs baseline
Mean age (years) 55 59 i g 105%™ _
Sex (% female) 90 43 GLP1-RA + Placebo  GLP-1RA + EFX 50mg 4 0 U — Weight Loss
Race (% white) 20 85 7 =i NEE g IR e Patients receiving EFX while on GLP-1RA tended to lose more body weight (mean, —1.2 kg) than
Ethnicity (% Hi ; Lat 0 28.6 _ _ _ _ - those receiving placebo while on GLP-1RA (mean, —0.8 kg).
y (% Hispanic or Latino) : A. Proportion of subjects that normalized liver fat to <5% by week 12 ***P<.001 vs placebo (Cochran-
Weight (kg) 96 101 Mantel-Haenszel test) B. Relative change in liver fat at week 12. ***P<.001 vs placebo (ANCOVA) Table 5. Changes in Liver Histology with EFX Treatment in Patients With vs Without Background
BMI (kg/m?) 35.4 35.0 GLP-1RA Use in HARMONY Phase 2b Study (24 weeks, Patients with F2-F3)
Fibrosis stage (% F1/F2/F3) 40/10/50 38/33/29
Hepatic fat fraction by MRI-PDFF (%) 15.2 11.3 Figure 3. EFX Added to a GLP-1RA Improved Lipoproteins and Adiponectin Over 12 Weeks GLP-1RA Placebo
Pro-C3 (ug/L) 892 86 (Full Analysis Set) Use 50 mg
ELF Score 96 92 Proportion of subjects with | Yes 0 {’7 1 /04 1 /04
Liver stiffness by VCTE (FibroScan) (kPa) - i A B, c. . >1 stage improvement in fibrosis stage (0%) (25%) (25%)
oL > > 3 e I R S and No Worsening in MASH, . 8/ 34 14/ 34 13/ 30
AST((U/L)) 24 26 Y 35 3% - n/N (%) ° (24%) (41%) (43%)
HbATC (%) 65 70 5% gt 2‘_;“’ Proportion of subjects with Yes 0/7 174 174
Tralveerid L 1%1 163 0 22 2B } __________ + .......... } Resolution of NASH and 21 stage (0%) (25%) (25%)
riglycerides (mg/dL) = i ¢ ] : improvement in fibrosis stage \ 2 /34 10 / 34 13 / 30
HDL'ChOIGSterOI (mg/dL) 50 42 -100 5 é 4‘, ('3 é 1'0 1'2 250 e 5 . 1 / N (%) O (6%) (29%) (43%)
Non_HDL_ChOIGSterOI (mg/dL) 131 105 GLP-1RA + Placebo WeekGLp_1RA+Efruxifermin GLP-1RA + Placebo " GLP-1RA + Efruxifermin GLP-1RA + Placebo " GLP-1RA + Efruxifermin
|_D|__Ch0|ester0| (mg/dL) 98 73 Baseline = 171 mg/dL " Baseline = 163 mg/dL Baseline = 131 mg/dL ~ Baseline = 105 mg/dL Baseline = 96 mg/dL ~ Baseline = 81 mg/dL
Statin use (%) 50 81 D . F. ‘ CONCLUSIONS

GLP-1 Use o _ - ;.  The tolerability of combined EFX and GLP-1RA appears comparable to that of

Semaglutide (median dose: 1Tmg QW) 60% 43% g | ggg G ST S } GLP-1RA alone.

Dulaglutide (median dose 3mg QW) S o2/ is - iz 4 S « EFX provided benefits over GLP-1RA alone, normalizing liver fat in most

Liraglutide (median dose 1.5mg once daily) 10% Sk "B N SE s patients and further reducing markers of liver injury and fibrosis, while

Other Diabetes Medications - ’ Qo) (R S improving overall metabolic health through its action as an insulin sensitizer.

Metformi 709 769 o 2z 4 & 8 10 1 0 2 4 & 8 10 1 =3 ; 3 o . . . . . .

In:f“ci)r:mm 20;" 38‘? TR N — week o week B  The combination offers potential to accelerate improvements in histopathology
—— > > aseine 50 mgidL ® Baselmo=a2mgidl | * Baseinei4smgl  ® Baselne:ssmgl mongd the many patients with MASH and T2D.
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Notes: With 1 exception, all patients remained on baseline GLP-1 therapy through Week 12.

Due to unavailability of semaglutide, 1patient switched to tirzepatide after the Week-10 visit. | ‘ CONTACT
Pro-C3 was analyzed on the ELISA Generation 2 platform. 1.Harrison SA, et al. (2021) Nat Med 27:1262-71
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